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^iw] i; -c & w «m&£ Wisfltte « tarra i: -c * * o 

Lv^„ 

[0 0 6 7] 

£ & 2 5%&Tfcfc& «t 9 H-f4o 
—^3, ^T^K (SDFGP) K£lt&^147 5 yfl±#^»i L^o 

v^T & J: 
[0 0 6 8] 

L£/6 ? o-C, A -6- 2 ^«bDSDGDE, A -6- 6 ^^DEDEDE> EDEDED, SfHA^ h 
SSESSE^YGGYEY, AfHl^DGGYGGD, AfHSj&*£DEYDEY, AfHG^YEEDYEED^, £ 
h KEEEEEE, DDDDDD, EGSEGS& < co^y"^ K^SDFGPt ta *) %Z> 0 

Zfhh(D^y a ^- Kj&**ft0jgS*Lfc9, SU<^y°^ KfcStjftLT & <tv^,h(±H 

[0 0 6 9] 

4. fljffl 

>^?(DimgkUfrhnfzs<7°1- K*^i3J:^SDFGP(i«^W^ttt4 
t£> 55*T*ri*3, 0 0 OflJgJ^TT^^Tt^^L-Cv^^-eMbSWP^f^ 

tbaEJjf 2004-3008010 



&m 2003-055048 



^-v: 24/ 



[0 0 7 0] 

immm i ] 

mme>mz®ffiLxM*&&. mma o g )£3 om<o8mh, 9orc 

[0 0 7 1] 

7 ^ 7'o -Y > 1 . 0 g £ 9 M LiSCN 10ml Kftft LTi§^ U ifUCfiS* 
1 OmliDit, 3 , 0 0 0 rmp, 1 0 WitLt 

2*f»i, 3 0 ^rtna*f^O*«r^x.T4|Hltfofco 

SflrlfeKifcfcSCfiait U 0 . lM'J >gg7K^— 7- ( p H 8 . 
5) fcjjnx.. pHS:7^8i:l«Uo 

f:C7^ 7'o^ >»o i o Oftco l *<7)Jf-^e h v 7"v>£A*t, 4 ott*4 

[0 0 7 2] 

c\(Ot %<D±.mWLV>9 z//*9 &&&v>{±^7*"f- Ktcov^T, 7 -Y 7*o^f 
l£ B B H g& (A) ^<b;i^*i7^^£#|£ H B H g|^ (A' ) , mMW<D?y^?%>%>^ 
(±^7^K^r^ H B H ^ (C) #^;L^ti£ko£;|£ H B H g|^ (C ) , tLfZo 

ffi&m>ftli7k.'&cL, 9M LiSCN lml«U 5 0 ft*^*-eKriE t 

ffifl# 2004-3008010 



mm 2003 



-055048 



^-v: 25/ 



[0 0 7 3] 

(2) zmmmmig^-T-j >y 

ztihcn&^ufr (c ) wmm^u^- (a' ) (DAmm^^n^tio. o 

2 5%, 0. 0 0 2 5%oIfi:^^J;9(:7 0%x^y-jV^j]Dx.tiIL > 
^-*i£*°»J ^fkXOy (35mm«, 7t)V3>) C 1 m 1 f oAtit 

WMvt-H± 7 0 7 -;K7)^£ 1 m 1 A*tTlUI£L7t:o 

[0 0 7 4] 

(3) mmmm 

mm±? ? #t?frbm\Lfz t: h j&m mmmmmmmi&skm^m (Medium 1 

06S 5 0 0mU:LSGS10ml £«J) Lfco 
[0 0 7 5] 

( 4 ) r 9 -7- y;i/—fe*-eo^»m^iBiJ^ 

yt-HW:#lfi2mK r^v-^- (IWAKI) 0. lralO 
#J^-eAn. 3 7°C, 2 B#Wig?a£L 5 7 0 nnu 6 0 0 nm«S^ 
t> ftH L T \v -7 - -f)V - &m (DMitM £ £MmtL tLfz 0 

ffi? >/*9<DjR^mm<D&&ittfgM( 1 0 0 %) <h Lfc, IS^^O^IS 

[0 0 7 6] 

&m&Mfr (c ) <do. o 2 5 %mm<7)tkf?m*m < , sdfgp^i^ 

t/-e*^o !£ H H H $R55--ef±i)SS<9#v^ (0. 0 2 5%) tm^1] (0-0 0 2 5 
%) J: 0^*^^o^ o 



tBtiE#2 004-3008010 



&fg 2003-055048 



^-v: 26/ 



[0 0 7 71 
[H WO 2 ] 

L ^ L > MMM 1 -C^flSt L tz f 4 »*T? 18 »r £ frfc ^ ^ K O 

* 7 A {4RES0URCER RPC 3 m 1 Srttffl L fc 0 

A *° > 0 . 1 %TFA (K'J7W nftBfe) B'f >7 > C0. 1 %TFA/ 9 
0 %T-t h~ h A'fc^ffi U 0-1 5$5"CBj&*0 - 75 %}:^^77vx > h 

h 7 7 7 4 ^IfofCo 
[0 0 7 8] 

-E^IS^ 6o<Dk:-^(A-l, A- 6 )m%W?& fc„ 

A - 1 ~A-6<7>-eft-rft<ajftj£7& s O. 0 2 5%t*-5J:^:7 0%^?y- 
^-CUS U IfflJ&Jf 'J^fl/>(Oy + -K3 5 mm 0. 7 r )V u >) [z 1 
m 1 c?oAtiTl^Lf:o 

ttmMRl yt-Hi70«i^y-W*lml AtL-CMl$£ L fc e 

im&Uft^d *>, A - 6 O^W^W.B|Ec0^4^fc^#^tLTv>/zo 
[0 0 7 9] 



tBIiEiff 2004-3008010 



&m 2003-055048 



^-v: 27/ 



5Ht ktztb, Superdex pept ide HR1 0/3 0 (Y)\/*>& ^7f^*77^- 

) x^mttzo 

*<Di&m, a- 6 - i - 7i-co7o<oe-^*«HB-ei^o 

^ftii^fi2, 5 0 

7ootf-^Ort-e, t 0 -^^v^-7°-TB^It^5oc7)^-^ (A-6-2, 
A-6-3, A-6-4, A-6-6, A- 6 -7) (Di-f* K£[UJRU 
7^ K £ *fflJfe*£*#H ten — h L> * - £*g Kb Mm * mi L > 2 B ffiig* L T 

M£W^<7niij^s^£^3 k^i- 0 

A- 6 - 2 £ A- 6 - 6 lift^Mttt^X , 2 0^*-C4S$^l. 5 ft* 
[0 0 8 0] 

-e-^-C, A-6-2hA-6-6COT^ / KE^^^y * v >^#tt^LF 
3000Protein Sequencor "e##f Lfcfe*. T^y$BE?!Ui 
A - 6 - 2 VITTDSDGNE 
A - 6 - 6 NINDFDED 

A- 6 - 2 is J: If A — 6 - 6 t i> K7 * 7u4 ><DNMWa®W^7°?- Kt^o 
Zc\X\ A-6-2 i:A-6-6^f KMU Cltffcjt'>* x A^M 
ifc, ^JSL^-^f- KA- 6 - 2 A- 6 - 6 fciS-^Lfc*^ Ztiftii 

m&xmmmmLfzm&£vmm£i?femm~mtir^tz 0 

[0 0 8 1] 

immm s ] 



tblE# 2004-3008010 



# m 2003-055048 



^t-v: 28/ 



[0 0 8 2] 

(1) ^-7°^K^ 

J ><D&M i Ufr^2m<?>Uft'<7°^F (SfHC-L SfHC-2) , & 

mt&i&Ufrh 2m<7>Uft^-7°?- V (SfHE, SfHA) ^^!9±tf^o 

t/c, ^M7 4 fuA XiigJISBt LTAla ( A) <7)ii 0 jl L«B5" (AfHO) , 
t5£U f &mB,U<r>7Ufr'<'77-F (AfH 0 ~AfH 7 ) £M±U\ ^*i£>££-/&L 

^ 7°^ K f± 8 MM (AfH 0 -AfH 7 ) * »K -e ft-Tti?) ^ K©7^ ItSE^J * 

[0 0 8 3] 

>f 7*D VHilOgR^T 9 ^ K ( 4 #H) 

SfHC- 1 GAGAGSGAGAGSGAGAGYGAGY 

SfHC- 2 GAGAGSGAASGAGAGAGAGAGT 

SfHE AASSVSSASSRSYDYSRRNVRKN 

SfHA GSSGFGPYVAHGGYSGYEYAWSSESDFGT 
[0 0 8 4] 



AfHO 


AAAAAAAAAA 


AfH 1 


YGWGDGGYGSDS 


AfH 2 


SGAGGSGGYGGYGSDS 


AfH 3 


GSGAGGRGDGGYGSGSS 


AfH 4 


RRAGHDRAAGS 


AfH 5 


DEYVDN 


AfH 6 


VETI VLEEDPYGHED I YEED 


AfH 7 


DDGFVLDGGYDSE 



miHf 2004-3008010 



WM 2003-055048 



^-v: 29/ 



[0 0 8 53 

(2) K<7) v -v- l/^n- h 

-e^^tt<7)^^7 0 ^ K£&J 1 m g o'o <h <9 x PBS 2 0 0 ^1 L fco 

?#nf Lti^y^- vmmz 7 0 y-^-eM^u 0 . 025 %ay f o . o o 

2 5%OiftKfcWI4U m 1 o'oyt-H:A«U:o 

SfHC- 1 , SfHC-2, SfHE(±v#tt^<^o7t^, 9M LiSCN 1 m 1 Srifiip L 

W*«CAtil 0 0f&*^)7K"C3 O^rt K^&^TittfrU 2 
7 5 nra«It^ W^i^gL^o 
SfHC- 2 iifny>f#|t^ 0!bfcJ&tf>illJ5E{±-C£ ftfr^tztf. SfHC- 1 , 

sfHEii^jUfltrttitarisn^Lr^^^-e, SfHC- 2 *>|jg*#>& fc4R56U flu 

Sfc, AfH0*>i§&tK<^o£#\ tfrttff'hZ^tztbmiX Li 7 

m £ O "C , «t < L T7 0 % J- * y - )V -Cfflgl Lvt-I/ A fiftjft 

[0 0 8 6] 

(3) 

mz&mLtzo 

t$mi, ty^vfrhmALtzt hfcmmmmmmmmi&mnmmzmmL 

tZo 

fOt, 7 7V-^~ (IWAKI) £0. lmlAii, 3 7 °C, 2 
Sim 5 7 0 nm, 6 0 0 nmOBRjfeJK^^tWL^fe*0«7C*4:^lllia& 
Ltzo 

[0 0 8 7] 



tBtiE# 2004-3008010 



mm 2003-055048 



^-vl 30/ 



mmy 4 7*n^>m ? 4 ruj y<D%z&u<vuft^7?- KSfHC— 1 , smc 

- 2 J: »K ^M£H8B<Z>g|$^:/7- KT&£SfHE, SfHAO^WWiiS < , 
[0 0 8 8] 

<, iftJKOiftv^ (0. 0 2 5%) 5&*£W« r 1&v*fc*!>, «£W£lfi#L-Cv> 

0flx.tf, AfH3 £AfH6 *Lfc*a*14T 5 y ^£ 1 gUk&trtf*, AfH3 

tt7< SWb&&&tti < , AfH6 fi$H4T 5 J ffl%&&$r^tz#> ^ AfH6 <D^tfm 

ijf^AfHl. AfH5, AfH6, AFH 7 (i^tL/cftt^W^iltt^^ U 
SCio T# h tt/cSDFGP"C^> -?> o 
[0 0 8 9] 

< SDFGP i ^ ^ tfe (i ^ v> 0 
[0 0 9 0] 



ttilHf 2004-3008010 
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^-v: 31/ 



[0 0 9 1 ] 









control £<D^sM£<D 


*f JB E 




100 ± 8.6* 


mmm (%) 


^ffifip^(c') 


0.025 % 


149 ± 5.6 


99.9 




0.0025% 


174 ± 8.8 


99.0 


#*SHgf$#(A') 


0.025 % 


259 ± 10.3 


99.0 




0.0025% 


164 ±5.0 


99.0 



(*mmmm 



[0 0 9 2] 
[*2] 





£HF¥(%) 


control £(D£M£(D 

mmm%) 


*f E 


100 ± 15.0* 




A-l 


124 ± 6.0 


< 95 


A-2 


171 ± 3.5 


99 


A-3 


148 ± 4.5 


95 


A-4 


215 ± 12.0 


99 


A-5 


269 ± 13.0 


99.9 


A-6 


389 ± 12.2 


99.9 



ffifE# 2 004-3008010 



mm 2003-055048 



^-vl 32/ 



[0 0 9 3] 
[IS3] 







J / m U!2. C— V V ^3 ^xi v/^/ 


*t BS g 


100 ± 6.1* 




A-6-2 
A-6-3 
A-6-4 
A-6-6 
A-6-7 


153 ± 2.7 
139 ± 15.2 
105 ± 12.2 
159 ± 6.6 
124 ± 4.3 


99.9 
98.0 
< 95.0 
99.0 
99.0 



[0 0 9 4] 



mtiE#2 004-3008010 



<&m 2 0 0 3 - 0 5 5 0 4 8 ^- v : 33/ 

[*4] 





ft m 


£W*(%) 


mm* (%) 


*f ffi K 




100 ± 1.5* 


SfHC - 1 


0.025% 
0.0025% 


194 ± 2.3 
146 ± 6.0 


99.9 
99.9 


SfHC - 2 


0.025% 
0.0025% 


136 ± 1.0 
116 ± 8.9 


99.9 
95 


SfHE 


0.025% 
0.0025% 


243 ± 3.9 
198 ± 12.5 


99.9 
99 


SfHA 


0.025% 
0.0025% 


316 ± 5.7 
321 ± 6.2 


99.9 
99.9 



(*mmmm 



[0 0 9 5] 



2004-3008010 



12 0 0 3-0 5 504 8 



^-v: 34/ 





m m 


£M(%) 


control £(DfcM?£(D 


W bs g 




100 ± 26.5* 




AfHO 


0.025% 


100 ± 7.4 


<50 




0.0025% 


152 ± 6.1 


95 


AfHl 


0.025% 


396 ± 4.0 


99 




0.0025% 


179 ± 13.5 


98 


AtU2 


0.025% 


196 ± 9.4 


99 




. 0.0025% 


118 ± 14.7 


60 


Affl3 


0.025% 


194 ± 24.5 


98 




0.0025% 


111 ±9.0 


<50 


AfH4 


0.025% 


133 ± 8.7 


80 




0.0025% 


113 ± 4.8 


50 


AfH5 


0.025% 


344 ± 7.7 


99.9 




0.0025% 


192 ± 11.3 


99 


AfH6 


0.025% 


264 ± 9.0 


99.9 




0.0025% 


152 ± 9.0 


95 


At*H7 


0.025% 


284 ± 25.1 


99.9 




0.0025% 


155 ± 5.3 


95 



[0 0 9 6] 
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^-v: 35/E 



imu^m±^A ti5T'^7"f \^mm.(DMi^ (0.025%) <7)mr*&z>) 



till >CV ^ n? ^t- kr 


mm 

(Vr) 




G + A 




m. 


(%) 


m 


(%) 


SrHC-1 


194 


22 


18 


82 


0 


0 


SfHC-2 


136 


22 


19 


86 


0 


0 


Mnfc 


243 


23 


3 


13 


5 


4 


SrHA 


316 


29 


9 


31 


1 


13 


AtTiO 


100 


10 


10 


100 


0 


0 


A fll 1 

/\1 n i 






5 


50 


0 


0 


AfH2 


196 


16 


9 


56 


0 


0 


AfH3 


194 


17 


10 


59 


1 


6 


AfH4 


133 


11 


5 


46 


4 


36 


AtU5 


344 


6 


0 


17 


0 


0 


AfH6 


264 


20 


1 


35 


1 


5 


A1H7 


284 


13 


3 


46 


0 


0 



mtE# 2004-3008010 
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7 B££§»/^ < & 4 ~ 3 2 «b * & T 5 v> m@£^J * * ^ 7°^ K 

mm fr=¥-mm75&T. utL<i± 3,000 j^t^^^ t 5 y mim 



t±i|jE#2 004-3008010 



mm. 2003-055048 

m m a m & it m 

MSIJ#^- [ 5 0 1 1 6 7 6 4 4 ] 

1 . B 2 0 0 1 ^ 4 B 2 4 B 

ft 0f ^MlfrO < (fTUHW^ 2 Tl 1 - 2 



mtE#-^ thfiE#2 0 0 4 - 3 0 0 8 0 1 0 



^-v: 2/E 

&M 2003-055048 

tb I A I I tl I 



f8fcglj#-^ [597094352] 

1 . ^M^fl 0 2002^ 7I29H 

Bf ^«»Stifei5#^PlR+tjfflO^ 3TB3-1-9-302 

ft % lfc = 



ttJfE#-^ tBiiE# 2 0 0 4 - 3 0 0 8 0 1 0 



